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IL-32a ATGTGCTTCCCGAAGGTCCTCTCTGATGACATGAAGAAGCTGAAGGCCCGAATG 

IL- 3 2P ATGTGCTTCCCGAAGGTCCTCTCTGATGACATGAAGAAGCTGAAGGCCCGAATG 

IL - 3 2y ATGTGCTTCCCGAAGGTCCTCTCTGATGACATGAAGAAGCTGAAGGCCCGAATGGTAATG 

IIi-325 ATGAAGAAGCTGAAGGCCCGAATG 

IL-32a 

IL-32P 

IL-32y CTCCTCCCTACTTCTGCTCAGGGGTTGGGGGCCTGGGTCTCAGCGTGTGACACTGAGGAC 

IL-326 

IL~32a 

IL-32P 

IL-3 2Y ACTGTGGGACACCTGGGACCCTGGAGGGACAAGGATCCGGCCCTTTGGTGCCAACTCTGC 

IL-325 

IL-32a CaVCC AGGCTATAGAAAGATTTTATGATATU^TGCAAAATGCy^GAATCA 

IL-32P CACCAGGCCATAGAAAGATTTTATGATAAAATGCAAAATGCAGAATCA 

I L - 3 2 Y CTCTCTTCACAGCACCAGGCCATAGAAAGATTTTATGATAAAATGCAAAATGCAGAATCA 

IL-325 CACCAGGCCATAGAAAGATTTTATGATAAAATGCAAAATGCAGAATCA 

IL-32a GGACGTGGACAGGTGATGTCGAGCCTGGC^GAGCTGGAGGACGACTTCyU^GAGGGCTAC 

IL - 3 2 P GGACGTGGACAGGTGATGTCGAGCCTGGCAGAGCTGGAGGACGACTTCAAAGAGGGCTAC 

IL - 3 2y GGACGTGGACAGGTGATGTCGAGCCTGGCAGAGCTGGAGGACGACTTCAAAGAGGGCTAC 

IL- 3 25 GGACGTGGACAGGTGATGTCGAGCCTGGCAGAGCTGGAGGACGACTTCAAAGAGGGCTAC 

IL-32a CTGGAGACAGTGGCGGCTTATTATGAGGAGCAGCACCCAGAGCTCACTCCTCTACTTGAA 

IL - 3 2 P CTGGAGACAGTGGCGGCTTATTATGAGGAGCAGCACCCAGAGCTCACTCCTCTACTTGAA 

IL- 3 2 Y CTGGAGACAGTGGCGGCTTATTATGAGGAGCAGCACCCAGAGCTCACTCCTCTACTTGAA 

IL- 3 25 CTGGAGACAGTGGCGGCTTATTATGAGGAGCAGCACCCAGAGCTCACTCCTCTACTTGAA 
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IL-32a A7VAGAAAGAGATGGATTACGGTGCCGAGGCAACAGATCCCCTGTCCCGGATGTTGAGGAT 

IL-32P AAAGAAAGAGATGGATTACGGTGCCGAGGCAACAGATCCCCTGTCCCGGATGTTGAGGAT 

IL - 3 2y AAAGAAAGAGATGGATTACGGTGCCGAGGCAACAGATCCCCTGTCCCGGATGTTGAGGAT 

IL-3 25 A7UVGAAAGAGATGGATTACGGTGCCGAGGCAACAGATCCCCTGTCCCGGATGTTGAGGAT 

IL-32a CCCGCAACCGAGGAGCCTGGGGAGAGCTTTTGTGACAAG 

IL-32P CCCGCAACCGAGGAGCCTGGGGAGAGCTTTTGTGACAAGGTCATGAGATGGTTCCAGGCC 

IL - 3 2 Y CCCGCAACCGAGGAGCCTGGGGAGAGCTTTTGTGACAAGGTCATGAGATGGTTCCAGGCC 

IL - 3 2 6 CCCGCAACCGAGGAGCCTGGGGAGAGCTTTTGTGACAAGGTCATGAGATGGTTCCAGGCC 

IL-32a 

IL-32p ATGCTGCAGCGGCTGCAGACCTGGTGGCACGGGGTTCTGGCCTGGGTGAAGGAGAAGGTG 

IL-32y ATGCTGCAGCGGCTGCAGACCTGGTGGCACGGGGTTCTGGCCTGGGTGAAGGAGAAGGTG 

IL - 3 2 5 ATGCTGCAGCGGCTGCAGACCTGGTGGCACGGGGTTCTGGCCTGGGTGAAGGAGAAGGTG 

IL-32a 

IL - 3 2 P GTGGCCCTGGTCCATGCAGTGCAGGCCCTCTGGAAACAGTTCCAGAGTTTCTGCTGCTCT 

IL- 32y GTGGCC(nH3GTCCATGCAGTGC:yVGGCCCTCTGGAAACAGTTCCa.GA 

IL-325 GTGGCCCTGGTCCATGCAGTGCAGGCCCTCTGGAAACAGTTCCAGAGTTTCTGCTGCTCT 

IL-32a TCCTACGGAGCCCCACGGGGGGACAAGGAG 

IL - 32 P CTGTCAGAGCTCTTCATGTCCTCTTTCCAGTCCTACGGAGCCCCACGGGGGGACAAGGAG 

IL-32y CTGTCAGAGCTCTTCATGTCCTCTTTCCAGTCCTACGGAGCCCCACGGGGGGACAAGGAG 

IL-325 CTGTCAGAGCTCTTCATGTCCTCTTTCCAGTCCrrACGGAGCCCCACGGGGGGACAA^ 

I L - 3 2 a GAGCTGACACCCCAGAAGTGCTCTGAACCCCAATCCTCAAAATGA 

IL-32P GAGCTGACACCCCAGAAGTGCTCTGAACCCCAATCCTCAAAATGA 

IL - 3 2y GAGCTGACACCCCAGAAGTGCTCTGAACCCCAATCCTCAAAATGA 

IL- 3 25 GAGCTGACACCCCAGAAGTGCTCTGAACCCCAATCCTCAAAATGA 
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A 

1 Myr 
IL-32a MCPPKVIiSDDMKKLKARM 

IL-32P MCFPKVLSDDMKKIiKARM 

Ili- 3 2y MCFPKVIiSDDMKKIiKAiy^lVMLLPTSAQGLGAWSAaDTEDTVGHL 

IIj-325 MKKLKARM 

61 Myr 

IL-32a HQAIBRFYDKMQNAESGRGQVMSSIiAELEDDFKEGYLETVAAYYEEQHPELTPLLE 

IL-32p HQAIERPYDKMQNAESGRGQVMSSIiAELEDDFKEGYLETVAAYYEEQHPELTPLLE 

XL - 3 2y LS SQHQAIBRFYDKMQNAESGRGQVMSSIiAELEDDFKEGYLETVAAY YEEQHPELTPLIiE 
III - 325 HQAIERFYDKMQNAESGRGQVMSSLAEIiEDDFKEGYLETVAAYYEEQHPELTPIjIjE 

121 Gly 

IL - 3 2 a KERDGIiRCRGNRSPVPDVEDPATEEPGESFCDK 

IL - 3 2 P KERDGLRCRGNRSPVPDVEDPATEEPGESFCDKVMRWFQAMLQRLQTWWHGVIiAWKEKV 
iri-32y KERDGLRCRGNRSPVPDVEDPATEEPGBSFCTK\mRWFQAMLQRLQTWWHGV^^ 
III- 3 2 5 KERDGIjRCRGNRSPVPDVEDPATEEPGESFCDKVMRWFQAMLQRLQTWWHGV^ 

181 Myr 

IIi-32a SYGAPRGDKEELTPQKCSEPQSSK 

IL - 3 2 p VAIiVHAVQALWKQFQS FCCSLSELFMS S FQS YGAPRGDPCEBLTPQKCSEPQS SK 

IL - 32y VALVHAVQALWKQFQSFCCSLSELFMSSFQSYGAPRGDKEELTPQKCSEPQSSK 
IL-326 VALVHAVQALWKQFQSFCCSLSELFMSSPQSYGAPRGDKEELTPQKCSEPQSSK 

B 

1 

huIL - 3 2 p MCFPKVLSDDMKKLKARMHQAI ERFYDKMQNAESGRGQVMSSLAELEDDPKEGYLETVAA 
EqlL - 3 2 MG YPKTSREDNERWKIRFHSTLDRWLDDIEVQSQGEEQVDLGLEDLEEKFSENILDAVEE 
BoIL - 3 2 MCFAKGVP YDQASLRS IMHKRVDDFCDKMGNEPE - EAQMEAALDETEEGLSEDI CEFIED 
Consensus * * * * * * * 

61 

huIL - 3 2 P YYEEQHPELTPLLEKERDGLRCRGNRS PV PDVEDP ATE - -EPGESFCDKVMR 

EqlL- 3 2 HHQKNNSESAPLLPDVKPRLRRRAQKSSVLNPEPEGPGILQVEALEAPEPEESFWVRAW^ 

BoIL-32 HIQENLPES--LQESSPL-LQEARQGVRRRIQRPSV SARLEVQNPEESI WA 

Consensus * * * * * *_ 

121 

huIL- 3 2 p WFQAMLQR-L- QTWWHGVLAWVKEKWA LVHAVQALWKQFQS FCCSLSELF 

EqIL-32 SFMGMLQR-LKQRWQAVLA-WVREKVAAGWQA — LCSVAQSINSVLBS FCSYMAGLP 

BoIL-32 RALGRFQVIL-QSLQQRC--WDALTWLREKAVTFLEAICSWKAVLGVLTDFCSSVGQLF 
Consensus *__*_* * ^ 

181 

huIL-32P MSSF Q SYGAPRGDKEELTPQKCSEPQSSK 

EqIL-32 RYH IQV 

BoIL-32 GNLIQV 

Consensus * 

Fig. 4 

5/15 



wo 2005/047478 



PCT/US2004/037578 



I 

Ikb 




El E2 E3 E4 E5 E6 E7 E8 



Chromosome 16pl33 



Fig. 5 



6/15 



wo 2005/047478 



PCT/US2004/037578 



B 



4000 
1, ^^^^ 

a 

I 2000 
o 

^ 1000 



□ MIP-2 
■ mXNFa 



12001 □ MIP-2 




Cont IL-32a IL-32P 



Cont 1 



27 81 243 



D 



700 
S 600 
-Bb 500 
C5 400 
^ 300 
200 
100 
0 



THPl 
Raw 




cont Anj65 Anj65 Cos7-S Cos7-T 
mock II/-32P IL-32P ILr32p 



E. coU/IL.32a 
Cos7-T/IL-32P 



cont 




E 




Fig. 6 



cont mock ]L-32a IL-32P 



7/15 



wo 2005/047478 



PCT/US2004/037578 



f 4001 

a 300 

^ 200 
S 100 




50 cont 



Fab anti-IL-32P (ng/nd) 



B 




cont Fab Cos7-S Cos7-S 
+ Fab 



Fig. 7 



8/15 



wo 2005/047478 



PCTAJS2004/037578 




1.35- 



Actin 



B 




Cont 11^18 IL-ip rIL-32a 



Fig. 8 



9/15 



wo 2005/047478 PCT/US2004/037578 



hours 


1 


3 


6 


22 


46 


IFNy 


- + 




- + 


- + 
















IL-32 




Actin 








^ mm 





B 



IL-18 IL-lp 



IL-32 
Actin 



Actin 



0 


60 120 


0 60 120 




c 








IL-18 


BLriP 


0 


60 120 


0 60 120 


^1 







D 

kDa mock IL-32a rL-32P 




E 

kDa mock IL-32a IL-32P 





D supernatant 
I lysate 



mock IL-32a IL-32P 



Fig. 9 



10/15 



wo 2005/047478 



PCT/US2004/037578 





B 




A549RP 


250 1 


NK 



300 

200 

f 200 { ■ ■ ^ ISO 




100 

100 



Cont IL-18 BLr-lp 

cont IL-12 IL-18 IL-12 
IL-IS 




1 

^ 60 
3 

^ 40 




Cont Con A 



Fig. 10 



11/15 



wo 2005/047478 



PCT/US2004/037578 



A 

0 5 15 30 45 60 90 120 
IkB ^ m m m ^ mm 
Actin ^ ^ ^ m m mm^ 



B 

0 5 15 30 45 60 90 120 
®-p38 iWLAPK '^i^ m w^ m-'mW ^ 
p38 MAPK ^ ^ -^-m m- «r ♦ * 



Fig. 11 



12/15 



wo 2005/047478 



PCT/US2004/037578 



A 

EqIL-32 alpha (SEQ ID NO:18) 

MGYPKTSREDNERWKIRFHST]^RWLDDIEVQSQGEEQVCQCAPTPCSRNLGGRVVTMTMRRI^ 
LGPLTSPFSQRTFRSDLCHLPTLDLSLTTSLTSLLCTAWPPCPPCTSCSGFLLQV 

B 

EqIL-32 alpha (SEQ ID NO:19) 

GCACGAGCTCGTGCCGTGTGCTGAGAGGCCCTTGGGGCAGGCACAGCCCCTGGAATCCTGAGCTGCCATG 

GGCTACCCCAAGACGTCCAGAGAAGACAATGAACGTTGGAAGATCCGATTTCT^CAGCACTTTAGA 

GGCTTGATGATATCGAAGTTCAATCCCAAGQAGAGGAACAGGTGTGTCAGTGTGCT 

CCGTAACCTCGGGGGTCGGGTGGTCACGATGACGATGAGGAGGAAGAACGTGCCACCTCAGGTCGATTTA 
GGCCCTTTGACGTCCCCCTTTTCACAGAGAACCTTCTVGAAGTGACCTTTGCCACCTGCCTACCCTTGACC 
TGTCCTTGACCACCTCCCTCACCTCCTTGCTGTGCTVCAGCCTGGCCTVCCCTGCCCACC^ 
CTCAGGTTTCCTTCTGCAGGTCTGACTTGTGGCTCCAGCGCATATGTCTTAATAAAGTTGTG 

c 

EqIL-32 beta (SEQ ID NO:16) 

MGYPKTSREDNERWKIRFHSTLDRWLDDIEVQSQGEEQVDLGLEDLEEKFSENILDAVEEHHQKtOT 

PLLPDVKPRLRRRAQKSSVLNPEPEGPGILQVEALEAPEPEESFWVRAWRSFMGMLQRLKQRWQAVLAWV 

REKVAAGWQALCSVAQSINSVLESFCSYMAGLFRYHIQV 

D 

EqIL-32 beta (SEQ ID NO:20) 

CTGAGAGGCCCTTGGGGCAGGCACAGCCCCTGGAATCCTGAGCTGCCATGGGCTACCCCAAGACGTCCAG 
AGAAGACAATGAACGTTGGAAGATCCGATTTCACAGCACTTTAGACCGGTGGCTTGATGATATCG^ 
CAATCCCAAGGAGAGGAACAGGTCGATTTAGGCCTAGAAGACCTGGAGGAAAAATTCAGTGA^^ 
TTGACGCCGTGGAGGAGCACCATCAGAAGAACAACTCAGAATCTGCGCCTTT^ 

CAGGTTACGTCGCAGAGCTCAGAAGTCCTCTGTCCTCAACCCTGAACCTGAGGGTCCAGGGATCCTGCA^ 

GTTGAGGCTCTAGAGGCACCCGAGCCTGAAGAAAGCTTTTGGGTCAGAGCATGGAGGTCGTTCAT6GGGA 

TGCTACAGCGACTGAAGCAGAGGTGGCAGGCTGTACTGGCCTGGGTGCGAGAGAAGGTGGCTGCTGGCTG 

GCAGGCCCTATGCAGTGTGGCCCAGTCCATTAATAGTGTGCTTGAGAGTTTCTGCTCCTATATGGCTGGG 

TTGTTTAGGTACCAC?^TCCAGGTCTAGGGGGCCCCATGGGGTCCAGGAGGGGTAGCCACACCTTG» 

CTTTGACGTCCCCCTTTTCACAGAGAACCTTCAGAAGTGACCTTTGCCACCTGCCTACCCTTGACCTGTC 

CTTGACCT^CCTCCCrCACCTCCTTGCTGTGCACAGCGTGGCCACCCTGCCCACC^ 

GGTTTCCTTCTGCAGGTCTGACTTGTGGCTCCAGCGCATAGTCTT 
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A 

BoIL-32 beta (SEQ ID NO:17) 

MCFAKGVPYDQASLRSIMHKRVDDFCDKMGNEPEEAQMEAALDETEEGLSEDICEFIEDHIQENLPESLQ 

ESSPLLQEARQGVRRRIQRPSVSiUlLEVQNPEESIWARALGRFQVILQSLQQRCWDALTWLREKAVTFLE 
AICSWKAVLGVLTDFCSSVGQLFGNLIQV 

B 

BoIL-32 beta (SEQ ID NO:21) 

CGGATTCCCGGGATGCTCAGCTGGAGCTCTGGCTGCAGGATCTCAtSGTCCCTTCGGGAGGACCCTAAGCC 

ACCATGTGCTTCGCTAAGGGAGTCCCATATGACCAGGCTTCTCTGAGGTCCATAATGCACAAACGGGT^ 

ATGATTTCTGTGATAAGATGGGAAATGAACCAGAAGAAGCACAGATGGAGGCAGCCCTAGATGAGACC^ 

GGAGGGACTCAGCGAGGACATCTGTGAATTCATAGAAGATCACATTCAAGAGAACCTTCCCG^ 

CAGGAGTCCAGTCCCTTGCTTCAGGAAGCACGGCAAGGAGTACGCCGCAGAATCC^ 

CTGCCCGTCTGGAGGTCCAGAATCCGGAAGAGAGCATCTGGGCCAGAGCCCrGGGGAG 

TCTGCAGAGTCTCCAGCAGCGGTGTTGGGATGCGCTCACCTGGCTGCGGGAGAAGGCGGTGACCTTCCTG 

GAGGCCATCTGCAGTGTGGTGAAGGCCGTCTTGGGAGTGCTGACGGATTTCTGCTCCTCTGTGGG6CAGC 

TCTTCGGAAACCTCATCCAGGTCTAGGAGCCGCTVGGTGGTTCTGGAGGAACTCCTCCTC^^ 

CCTGCACCATCCCCTTCCCAGAAACCATCTTGTGAAGCGACCTTTGCACTCCTGCTCACCCTT 

CCTTTAACTGCCCTCACCTCCTGT 

c 

BoIL-32 gamma (SEQ ID NO:22) 

MCFTKRDPRVIASFRVIiMVRSSFPRIAGVREAWVLLGEAENILAHLG^ 

EFFDTMENEPEGAQMEAVLAETKEKFIKDAFKVMDNHIQENSPETLKESSPLLQE^ 

TSLEVQNPEESIWARALRQFLGILQSFLSGCRDALTWLWEKAAACLQAICSAVEALWEVLTDFCSFVGQL 
LCRSLIQV 

BoIL-32 gamma (SEQ ID NO:23) 

CGGGATCTCAGCTGGAGCTCTGGCTGCAGGATCTCAGGTCCCAGCGGCAGGACCCT^ 

TTCACTAAGAGAGACCCACGTGTCCTGGCTTCTTTCAGGGTGTTAATGGTAAGAAGCTCATTTCCACGTA 

TAGCTGGGGTTCGGGAGGCCTGGGTTCTGCTGGGTGAAGCTGAGAACATTCTGGCCCACTTGGGACCCAG 

CAGGGAGAAGAACCGAGATTCTTTTACTCAAGTCCATCTCTGTTCAGAGCACi^ 

TTCGATACAATGGAAAATGAACCAGAAGGAGCAC7VGATGGAGGCAGTCCTAGCAGAGACTAAGGAG 

TCATCAAGGACGCCTTTAAAGTCATGGATAATCACATTCAAGAGAACAGTCCCGA^ 

CAGTCCCTTGCTTCAGGAAGCACGGCAAGAAGTACGCTGCAGAATCCAGAGACGCTCCGTCT^ 

CTGGAGGTCCAGAATCCGGAAGAGAGCATCTGGGCCAGAGCCCTGCGGCAGTTCTTGGGCATTCTGCAGA 

GTTTCCTGTCCGGGTGTCGGGATGCGCTCACOTGGCTGTGGGAGAAGGCCGCGGCCTGCCTAC^ 

CTGCAGTGCGGTGGAGGCCCTCTGGGAAGTGCTCACGGATTTCTGCTCCTTTGTTGGGCAGCTCTTATGC 

AGAAGCCTCATCCAGGTCTAAGAGCCTCACATGGTTCTGGAGGAGCCCCACCTCATTCAGAAGGCCCTGT 

ACGATGCCCTTCCCGGAAACCT^TCTTCTGAAGCGACCTTTACCCTCCTGCTCTVCCCTTGACCCATCCTTT 

AACTGCCCTCCCCTCCTGTCCTG 
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A 

OvIL.32 alpha (SEQ ID NO:24) 

MCFARGVPHDQASLRSMLHTWVDHVCDKMGNEPEEAQMEAALAEMEEELSKDVCESWKITFK^ 
SPVPCFRKRSKKYAAESRDPQSLPVWRTRNRKRASGPEPCGGSEVFCGVSGSGVAMY 

B 

OvIL-32 alpha (SEQ IDO:25) 

CTGCGGTACCGGTCCGGATTCCCGGGCGAGACAGTGCTCAGCTGGAGCTCTGGCTGCAGGATCTCAGATC 

CCAGCCGGAGGACCCTAATCCACCATGTGCTTCGCTAGGGGAGTCCCACATGACCAGGCTTCTCT^ 

GCATGCTGCACACCTGGGTGGATCATGTCTGTGATAAGATGGGAAATGAACCAGAAGAAGC^ 

GGCAGCCCTAGCAGAGATGGAGGAGGAACTCAGCAAGGATGTCTGTGAATCATGGAAGATCAC^ 

AGAACCTTCCCGAATCCCTGCAGGAGTCCAGTCCCTTGCTTCAGGAAGCGCAGCAAGAAGTACGCOT 

AATCCAGAGACCCTCAGTCTCTGCCTGTCTGGAGGACCAGAAACCGGAAGAGAGCATCTGGGCCAGAGCC 

CTGCGGCGGTTCCGAGGTTTTCTGCGGAGTCTCTGGCAGCGGTGTTGCGATGTACTGACCTGGCTGCAGG 

AGAAGGCGGCGGCCTGCCTGGAGGCCGTCTGCAGTGCGGTGAAGACCATCTGGGGAGTGCTGACGGATTT 

CTGCTCCTCTGTGGGGCAGCTCTTCAGAAACCTCATCCAGGTCTAGGAGCCCCAGGTCGTTCTTGAGGAA 

CTGCTCCTCATCTAGAAGGCCCTGCACAATCCCCTTCCCAGAAACCATCTTCTQAAGCGACCTTTAC 

CCTGTTCACCCTTCACCAATCCTTTAACTGCCCTCACCTCCTGTCTGCAGGGACGACACCACAAC^ 

GCCAGGTTTCCCTTCTCCAAGTCTGACCCGTCTGTCAGGGA 

c 

SwIL-32 alpha (SEQ ID NO:26) 

MRGVSATRTLPKAGPQPRSGLGLPLPRRVPEPPPIPAESSPLLNEVRQGVRSRVRRPPGHNQPHYALAVR 
BPRQSTFRRILELFEEMLKRLQQRWRGAIiAWVQERAAACFRGLCRALEAFWSLVQSFCSSMGHAFGSVIQ 
V 

D 

SwIL-32 alpha (SEQ ID NO:27) 

ATGACTTGGAGGGGAAqTGAGCGGCCAGGCCCAGCCCCTGGGAAAAGTCCTGGGGTCTGTGGGGCTGTTG 
I GCAGGAAAGCAGCCTGTGTCCAAGGCGGGGCATGAGGGGGGTGTCT 

GGGCCTCAGCCAAGGTCAGGACTGGGGCTGCCTCTCCCCAGGCGGGTCCCTGAACCACCCCCCATCCCT 

CAGAATCCAGTCCTCTGCTCAACGAAGTCCGGCAGGGAGTCCGTTCTAGAGTCCGAAGGCCTCCTGGCC^ 

CAACCAGCCACATTATGCGCTAGCGGTCCGGGAGCCCAGGCAGAGCACTTTCAG^ 

TTTGAGGAAATGCTGAAGCGCCTGCAGCAQAGGTGGAGGGGTGCCCTGGCTTGGGTGCAGGAAAGGGCTG 
CTGCCTGCTTCCGGGGCTTGTGCAGGGCCCTTGAAGCTTTCTGGAGCCTGGTGCAGAGTTTTTGCTCCTC 
CATGGGGCACGCCTTCGGGAGTGTCATCCAGGTCTAAGGTGCTCCAGGTGAAATAAGAGT^ 
CAACCTCCCCCTGCCTTGGCTAAAAAGGCAGCTGTAAGCCTTT 
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